Reitstotter^ Kinzebach ^ Partner (CbR) 

Patentanwalte 

Telefax in advance - 1 page 



Reitstotter, Kinzebach & Partner 
Postfach 86 06 49, D-81633 Munchen 

Law Offices KEIL & WEINKAUF 
1350 Connecticut Avenue, N,W. 

Washington, D.C. 20036 
USA 



Munich, June 21, 2002 

Unsere Akte: 

OurRef: M/42130-US 



Dr. Werner Kinzebach 
Dr. Peter Riedl 
Dr. Georg Schweiger 
Dr. J. Uwe Muller 
Dr. Wolfgang Thalhammer 
Dr. Michael Pohl 
Dr. Thomas Wolter 
Andreas Rabe 
Dr. Jens Wortmann 
Prof. Dr. Dr. Reitstotter (1982) 
Zugelassene Vertreter beim 
Europaischen Patentamt 
Europeaji Patent Attonieys 
Telefon: +49(0)89 99 83 97-0 
Telefax: +49(0)89 98 73 04 
Steniwartstr. 4, D-81679 Munchen 



Betreff: US-Patent Application Serial No. 09/037,792 
Rosenberg et al. 
Your Ref.: O.Z. 0480/01 168/Gd 



Dear Colleagues: 

The Applicant became aware of a further highly relevant prior art document which is 
WO 93/20138. A copy thereof will follow with the confirmation copy of this letter. 



I kindly ask you to submit this prior art document to the Examiner. 



Sincerely yours, 
P. Riedl 



End : 

WO 93/20138 (by mail) 



259/mm 



MUNCHEN 
LUDWIGSHAFEN 



Stemwartstrasse 4 
D-81679 Miinchen 

Ludwigsplatz 4 
D-67059 Ludwigshafen 



Telefon: (089) 998397-0 

Telefax: (089) 987304 

email: PATMONDEAL@t-online.de 

Telefon: (0621) 59139-0 

Telefax: (0621)628441 

email: PATMONDIAL-LU@l-online.de 



t / 



per 



WORLD INTELLECTUAL PROPERTY ORGANIZATTON 
International Bureau 




INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCI) 



(51) Inteniational Patent Oassiflcation ^ : 
O08L 



A2 



(11) International PubUcation Number: WO 93/20138 

(43) International Publication Date: 14 October 1993 (14.10.93) 



(21) International Application Number : PCT/US93/02956 

(22) International Filing Date : 30 March 1993 (30.03.93) 



(30) Priority data: 

707860.630 



30 March 1 992 (30.03.92) US 



(60) Parent Application or Grant 
(63) Related by Continuation 
US 

Filed on 



07/860,630 (CIP) 
30 March 1992(30.03.92) 



(71) Applicant (for all designated States except US): ALZA COR- 
PORATION [US/US]; 950 Page Mill Road, P.O. Box 
10950. Palo Alto, CA 94303-0802 (US). 



(72) Inventors; and 
(75) Inventors/Applicants (for US only) : ROORDA, Wouter, 

Erik [NL/US]; 7596 Birkdale Drive. Newark, CA 94560 

(US). EHNOW, Fred [US/US]; 227B Ada Avenue. 

Mountain View, CA 94043 (US), MARKS. Susan. M. 

[US/US]; 1815 Newport Avenue, San Jose, CA 95125 

(US). 

(74) Agents: LARSON. Jacqueline, S. et al.; Aiza Corporation, 
P.O. Box 10950. Palo Alto, CA 94303-0802 (US). 



(81) Designated States: AU, CA, FI, JP, KR. NO, NZ, US, Eu 
ropean patent (AT, BE, CH, DE, DK, ES, FR, GB, GR. 
IE. IT, LU. MC, NL, PT, SE). 



Published 

Without international search report and to be republished 
upon receipt of that report. 



(54) rule: POLYMER SYSTEM CONTAINING A PARTIALLY SOLUBLE COMPOUND 
(57) Abstract 

The present invention is directed to a two-step method for incorporating a partially soluble compound into a polymer ma- 
trix. The method of the invention comprises the steps of : (I) mixing a first portion of a partially soluble compound in its soluble 
phase into a polymer at a concentration near or equal to the compound's equilibrium solubility in the polymer to give a single 
homogeneous phase, followed by (2) mixing a second portion of the partially soluble compound in its solid phase into the polym- 
er in a manner that the compound does not dissolve in the polymer but is dispersed throughout the polymer and the size or size 
distribution of the particles is controlled. The invention is further directed to compound/polymer compositions prepared by the 
above process, to delivery devices comprised of such compositions, and to a method of delivering to an environment of use a par- 
tially soluble active agent from a polymeric matrix, which method comprises placing an appropriately sized and shaped delivery 
device of the invention in the environment of use. 



FOR THE PURPOSES OF INFORMATION ONLY 



Codes used to identify States party to the PCT on the front pages of pamphlets publishing international 
applications under the PCT. 



AT 


Austria 


FR 


France 


MR 


Mauritania 


AU 


Australia 


GA 


Gabon 


MW 


Malawi 


BB 


Barhadus 


GB 


United Kingdom 


NL 


Netherlofid:! 


BE 


Belgium 


GN 


Guinea 


NO 


Norway 


BP 


Burkina Faso 


CR 


Greece 


NZ 


New Zealand 


BG 


Bulgaria 


HU 


Hungary 


PL 


Poland 


6J 


Benin 


IE 


Ireland 


PT 


Portugal 


BR 


Brazil 


rr 


Italy 


RO 


Romania 


CA 


Canada 


JP 


Jap:m 


RU 


Russian Federation 


CP 


Ckintral Arricaii Rupublk 


KP 


Democratic PcopU:*» Republic 


SO 


Sudan 


CG 


CUuigo 




of Korea 


SE 


Sweden 


CU 


SwUyju-iand 


KR 


Republic or Korea 


SK 


SlovaL Republic 


CI 


C*6ii; d*I voire 


KZ 


Kazakhstan 


SN 


Senegal 


CM 


CamuFoon 


LI 


Liechtenstein 


su 


Soviet Union 


CS 


Cwchuslovakia 


LK 


Sri 1 


TD 


Chad 


CZ 


Ouxh Republic 


LU 


I^xembouri* 


TC 


Togo 


DE 


Ciermany 


MC 


Monaco 


UA 


Ukraine 


DK 


Denmark. 


MC 


MudagOMrar 


US 


United Slates of America 


ES 


Spain 


Ml. 


Mali 


VN 


Viet Nam 


Ff 


Finland 


MN 


Mongolia 







wo 93/20138 



1 



PCr/US93/02956 



POLYMER SYSTEM CONTAINING A PARTIALLY SOLUBLE COMPOUND 

FIELD OF THE INVENTION 
This invention pertains to a method for the incorporation of a 
5 partially soluble compound into a polymeric matrix and to the 

resulting compound/polymer matrix having advantageous physical and/or 
chemical properties- 

BACKGROUND OF THE INVENTION 

10 Crystalline and solid amorphous compounds are routinely mixed 

into polymers by several means for providing a plethora of compound- 
containing polymeric devices and products. Such mixing procedures 
are carried out in a single operation of adding the compound to the 
polymer. Depending upon the technique chosen, the compound may 

15 undergo a transition from a crystalline or soil id state to a non-solid 
state. When, during the mixing procedure, the crystalline or solid 
compound goes through a non-solid phase (such as, for example, by 
melting or dissolution in a solvent), the compound will re- 
crystallize in the polymer matrix at a rate dependent upon many 

20 factors which influence the kinetics of recrystallization of that 
particular compound/polymer combination (such as, for example, 
solubility and mobility of the compound in the polymer, temperature, 
and the like) with equilibrium being reached when the dissolved 
compound reaches its limit of solubility in the polymer. The 

25 particle size of the resulting dispersion of solid compound in the 
polymer is difficult to control. On the other hand, if the compound 
remains in a crystalline or solid state during the mixing process, it 
will be dispersed throughout the polymer in the solid state with very 
little present in the polymer phase* 

30 While the above resultant compound/polymer systems are useful 

in many instances, they can be less than desirable in certain 
applications. For example, the particle size of the compound can be 
critical to the characteristics of the final product, so that 
dispersed particles of uncontrolled size determined by the 

35 recrystallization process may give an unsatisfactory product for a 
particular desired use. Or, a particular portion of the compound may 
be required to be present incorporated into the polymer phase in 
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order to confer desired physical properties to the matrix. Also, if 
the compound is somewhat misclble in the polymer and is mixed in 
below its melting temperature, part of the mixed- in compound may, 
slowly and poorly controlled, dissolve in the polymer over time, 

5 resulting in a system containing less than the desired amount of 
solid material. Therefore, it would be desirable to provide a means 
for controlling the particle size of a crystalline or amorphous solid 
compound dispersed in a polymeric matrix and for controlling the 
distribution of compound in both soluble and solid phases in a 

10 polymer matrix, 

SUMMARY OF THE INVENTION 
The present invention is directed to a two-operation or two- 
step method for incorporating a partially soluble compound into a 
15 polymer matrix. The method of the invention comprises the steps of: 
(1) mixing a first portion of a partially soluble compound in 
its soluble phase into a polymer at a concentration near or equal to 
the compound's equilibrium solubility in the polymer to form a single 
homogeneous phase, followed by 
20 (2) mixing a second portion of the partially soluble compound 

in its solid phase. into the polymer in a manner that the compound 
does not dissolve in the polymer but is dispersed throughout the 
polymer, so that the size of the solid particles is substantially 
control led - 

25 The invention is further directed to compound/polymer 

compositions prepared by the above process and which comprise a 
polymer containing a partially soluble compound in both dissolved and 
dispersed forms, wherein a first portion of the partially soluble 
compound is dissolved in its soluble phase within the polymer at a 

30 concentration near or equal to the compound's equilibrium solubility 
in the polymer to give a single homogeneous phase, and wherein a 
second portion of the partially soluble compound in its solid phase 
is dispersed throughout the polymer, the size of the particles of 
partially soluble compound in the solid phase being of a 

35 predetermined controlled size or size distribution. 

The invention is also directed to delivery devices comprised of 
the above compound/polymer compositions, and to a method of 
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delivering to an environment of use a partially soluble active agent 
from a polymeric matrix, which method comprises placing an 
appropriately sized and shaped delivery device of the Invention into 
the environment of use. 

5 

DESCRIPTION OF THE DRAWINGS 
FIG. 1 shows graphically the fractional release of bupivacaine 
from a poly(orthoester) polymer matrix prepared according to the 
method of the present invention. 
10 FIG. 2 shows graphically the fractional release of bupivacaine 

from a poly(orthoester) polymer matrix prepared by a prior art one- 
step method. 

DETAILED DESCRIPTION OF THE INVENTION 

IS AND PREFERRED EMBODIMENTS 

By utilizing a two-step mixing process according to the 
Invention, the soluble fraction of the partially soluble compound can 
be mixed into the polymer firsts allowing the compound to become 
dissolved in the polymer, such as by melting or dissolution in a 

20 solvent, to form a solid or semi-solid solution, thereby forming a 
single phase with molecules of the partially soluble compound 
dispersed substantially uniformly and randomly throughout the 
continuum of the polymer, as opposed to a two-phase solid or semi- 
solid in which granules or globules of one are dispersed through, or 

25 suspended In, the other. The soluble fraction of the compound is 
mixed Into the polymer in an amount near or equal to the compound's 
equilibrium solubility in that particular polymer in order to obtain 
a polymer close to or at saturation with dissolved partially soluble 
compound. In the second step of the method of the invention, the 

30 solid fraction of the partially soluble compound that is to be 

dispersed throughout the polymer matrix is then mixed in, in such a 
way that the solid fraction does not dissolve in the polymer and the 
size of the particles remains substantially unchanged or changed in a 
controlled manner. By "substantially unchanged or changed in a 

35 controlled manner", as the term is used herein, is meant that the 
particles will not become smaller as a result of some of the 
particulate drug dissolving into the polymer, nor will they become 
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larger as a result of some of the drug precipitating out of the 
polymer. In other words, the size of the particles is predominantly 
determined by the initial preparation of the particles before mixing 
into the polymer and by the dispersive action during mixing and is 
5 influenced at the most to only a minor degree by recrystallization 
and dissolution processes or forces after the mixing. Initial 
preparation of the particles and dispersive forces during mixing are 
highly controllable, resulting in particle size that is highly 
controllable as well. 
" The method of this invention provides several important 

advantages over previously known methods. 

The method provides a means of controlling the particle size of 
partially soluble compound in its solid phase mixed or dispersed into 
a polymeric matrix. The size can be chosen prior to incorporation 
15 and will not change substantially as a result of the incorporation 
process or will change in a known manner that can be controlled. 
This is important in giving a compound/polymer composition with 
advantageous or other desired properties, since it has been found 
that the particle size can be critical to the resulting 
20 characteristics of the composition and- is therefore an important 
variable in polymeric drug delivery systems. It is extremely useful 
to be able to control such a variable. See, Handbook of Fillers for 
Plastics, H. Katz and J. Milewski, Eds. (Van Nostrand Reinhold Co., 
New York), for a discussion. 
Z5 Also, the method of the invention provides a means of 

controlling the distribution of partially soluble compound in both 
soluble and solid phases in a polymer matrix. This is important in 
those instances where it is required to have a portion of the 
partially soluble compound incorporated into the polymer in order to 
30 confer certain desirable physical properties to the system, such as, 
for example, rheological properties in the case where the solubilized 
compound influences the glass transition temperature of the polymer, 
or polymer stability properties in the case where the solubilized 
compound acts as a stabilizer for the erosion of a bioerodibTe 
35 polymer. 

Thus, the incorporation of a partially soluble compound into a 
polymer matrix by means of the two-step process of the present 
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invention achieves physical and/or chemical properties of the 
resulting compound/polymer matrix system which cannot be achieved by 
a one-step incorporation. 

What is meant by the term "partially soluble compound", as used 
5 herein, is any compound that, w^en mixed together with a polymer, is 
present in the polymer in two phases, partly dissolved and partly 
solid, at equilibrium at tfte temperature of use. Any compound which 
meets this criterium may be used in the present invention. One class 
of suitable compounds are non-active additives which may be added to 
io a polymer to alter or otherwise affect the physical and/or chemical 
properties of the polymer. Another class of suitable compounds are 
those which provide a therapeutic or other beneficial effect, such as 
drugs, and which are to be delivered or dispersed from the polymer 
matrix into an environment of use. 

15 The term "matrix", as used herein, denotes a solid or semi- 

solid solution polymeric carrier having a partially soluble compound 
incorporated in its soluble phase. The term "system" of the 
invention, as used herein, denotes a solid or semi -sol id polymeric 
carrier or matrix having a partially soluble compound incorporated in 

20 its soluble phase and dispersed in its solid phase. The carrier or 
matrix can be any desired shape, such as sphere, spheroid, cylinder, 
rod, sheet, and the like, or consistency, such as solid, malleable or 
deforraable, flowable, and the like. 

The polymeric material can be chosen from any polymer that is 

25 compatible with the partially soluble compound; that is, it does not 
interfere or react chemically, physically or therapeutically with the 
compound. The polymer may be erodible or degradable or it may be 
non-erodible. When the polymer matrix is to be used in a biological 
environment of use, the matrix material is also biocompatible (e.g., 

30 it should not be toxic or otherwise cause adverse tissue reactions), 
noncarcinogenic and causes no adverse immunological response. In a 
presently preferred embodiment of the invention, the polymer is 
bioerodible; that is, it is a material which is degradable or 
erodible in a human or other animal body, either enzymatically or 

35 non-enzymatically, to produce biocompatible or non-toxic by-products, 
such as innocuous low molecular weight species. The by-products can 
be further metabolized or excreted via normal physiologic pathways. 
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Representative natural bioerodible materials include naturally 
occurring polymers such as collagen, cross-linked collagen, agar- 
agar, gelatin, cross-linked gelatin, and polysaccharides, for 
example. 

5 Examples of bioerodible synthetic polymers include, but are not 

limited to, poly(lact1c acid) and poly(glycolic acid) or their 
derivatives; copolymers of lactic acid and glycol ic acid; 
polyamides; polyesters; poly(orthoesters) ; poly(orthocarbonat6s) ; 
poTycaprolactones; polyanhydrides; and polyvinylpyrrolidones. 

10 Mixtures and combinations of these may also be used. 

Other examples of bioerodible polymers suitable for this 
invention are the poly{orthoesters) and the poly(orthocarbonates). 
These polymers are disclosed in U.S. Pat. Nos. 4,070,347, 4,093,709, 
4,122,158, 4,131,648, 4,138,344, and 4,155,992, for example, all of 

15 which are incorporated herein by reference. A preferred embodiment 
is the poly(orthoesters). Suitable poly(orthoester) polymers can be 
selected from those under the trademark Alzamer®. In a presently 
preferred embodiment, the polymers as used in this invention are 
based upon the Alzamer® poly{orthoester) poly(2,2-dioxy-cis,trans- 

20 1,4-cyclohexane dimethyl ene tetrahydrofuran), which is normally a 
hard solid (glassy) polymer having the following structure (A): 




where m equals a number such that the molecular weight of the polymer 
(A) is within the range of 1,000 to 100,000. 
25 Other orthoester polymers with similar physical properties can 

be substituted for the polymers noted above, and are disclosed in, 
for example, U.S. Pat. No. 4,180,646, which is incorporated herein by 
reference. 
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The bioerodible polymers useful in the present invention may 
also be preferably chosen from the poly{lactic acids) or the 
poly{glycolic acids) or copolymers of lactic acid and glycol ic acid. 
Such polymers and copolymers are well known in the art and are well 
5 documented in the literature. 

Nonerodible polymers which may be used in the invention are 
well known in the art. 

The polymer of the present invention may be selected from the 
group consisting of a homopolymer, physical mixtures of two or more 
10 polymers, and copolymers of two or more polymers. The term 

"polymer", as used herein, encompasses all of these. Methods for 
preparing these are known in the art or are described in the above- 
incorporated patents. 

In the method of the present invention, an amount of partially 
15 soluble compound In its soluble phase, at a concentration near or 
equal to the compound's equilibrium solubility in a particular 
polymer at the temperature of use, is thoroughly mixed into the 
polymer until it has been completely incorporated. The term "at a 
concentration near or equal to the compound's equilibrium 
20 solubility", as used herein, means a concentration that is within 

about 5% above or below the equilibrium solubility, and is preferably 
within about 3% above or below the equilibrium solubility, more 
preferably substantially at the equilibrium solubility, of the 
partially soluble compound. The soluble phase of the compound may be 
25 obtained in a number of ways, such as, for example, by heating the 
compound to slightly above its melting temperature, or by dissolving 
the compound in a suitable solvent. This step produces a polymer 
close to or at saturation with dissolved partially soluble compound 
at the temperature of use to form a single homogeneous phase. After 
30 this incorporation step, a second portion of the partially soluble 
compound in its solid phase is mixed with the polymer previously 
saturated with solubilized compound. This second step is carried out 
in a manner such that the solid particles of partially soluble 
compound do not dissolve in the polymer. For example, when the 
35 soluble phase of the partially soluble compound is obtained by 

melting, the resulting saturated polymer is cooled to a temperature 
below the melting temperature of the partially soluble compound 
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before the solid portion of the compound is added. As another 
example, when the soluble phase of the partially soluble compound is 
obtained by dissolution, the solvent is evaporated off prior to 
addition of the solid portion of the compound. The resulting 

5 compound/polymer composition may then be formed into a beneficial 
agent delivery device or other desired article or system in ways 
known to the art. 

The particular reaction conditions of the present method will 
be dependent on the particular partially soluble compound to be 

10 incorporated, the chosen method of incorporation, and the particular 
polymer into which the compound is to be incorporated. These 
conditions are well known in the art for the particular compounds and 
polymers, or they can often be determined without undue 
experimentation. Whatever conditions are chosen, it is always 

15 necessary that the soluble portion of the partially soluble compound 
be mixed with the polymer In such a way that the partially soluble 
compound remains in its soluble phase until completely incorporated 
into the polymer. It is also always necessary that the solid phase 
of the partially soluble compound be mixed into the polymer in a 

20 manner that the particles of compound do not dissolve in the polymer. 
The resulting composition of the invention comprises (a) a 
matrix of a polymer saturated or nearly saturated at the temperature 
of use with a partially soluble compound in its soluble phase, and 
(b) the partially soluble compound in its solid phase dispersed 

25 within the matrix. In other words, it is a system of polymer 

containing a partially soluble compound present in both dissolved and 
dispersed forms. This composition or system can be utilized in a 
variety of ways. 

In a presently preferred embodiment, delivery devices for 

30 delivering an active, beneficial or therapeutic agent, where the 

agent is a partially soluble compound, can be prepared which comprise 
(a) a body formed of a polymer saturated or nearly saturated at the 
temperature of use with the partially soluble active agent in its 
soluble phase, and (b) the partially soluble active agent in its 

35 solid phase dispersed within the body. The agent is released from 
the device at a controlled rate and in a therapeutically or 
beneficially effective amount. The rate of release of the active 
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agent from the polymeric compositions of the present invention is 
significantly different from the rate of release from the polymer 
matrix without the dissolved agent incorporated therein. 

Exemplary partially spluble active agents that can be delivered 
5 according to this invention are those that are compatible with the 
polymeric matrix and include, among others, biocides, sterilization 
agents, food supplements, nutrients, vitamins, sex sterilants, 
fertility inhibitors, and fertility promoters. They can include 
drugs that act on the peripheral nerves, adrenergic receptors, 

10 cholinergic receptors, nervous system, skeletal muscles, 

cardiovascular system, smooth muscles, blood circulatory system, 
synoptic sites, neuroeffector junctional sites, endocrine and hormone 
systems, immunological system, reproductive system, skeletal system, 
autocoid systems, alimentary and excretory systems, histamine system, 

15 and central nervous system. Suitable agents may be selected from, 
for example, polysaccharides, steroids, analgesics, local 
anesthetics, antibiotic agents, ant i -inflammatory corticosteroids, 
opiates, ocular drugs, and synthetic analogs of these molecules* 
Presently preferred are the steroids, local anesthetics and opiates. 

20 The active agent can be present in the invention in the various 

chemical and physical forms such as uncharged molecules, molecular 
complexes, and pharmacologically acceptable acid addition and base 
addition salts such as hydrochlorides, hydrobromides, sulfate, 
laurylate, palmitate, phosphate, nitrate, borate, acetate, maleate, 

25 tartrate, oleate and salicylate. For acidic compounds, salts of 

metals, amines or organic cations can be used. Derivatives of agents 
such as esters, ethers and amides can be used. An active agent can 
be used alone or mixed with other active agents. 

The lists of active agents recited above are given only to 

30 illustrate the types of active agents which are suitable for use in 
practicing the invention, and are not Intended to be exhaustive. 

The amount of partially soluble compound in its soluble phase 
to be added to the polymer will typically be that amount near or 
equal to the compound's equilibrium solubility in the particular 

35 polymer. An amount greater than 5% above the equilibrium solubility 
is not contemplated by this invention, since the excess portion of 
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compound that recrystallizes out will have resultant uncontrolled 
particle sizes* 

When the partially soluble compound is an active agent for 
delivery to an environment of use^ particularly when the polymer is 
5 bioerodible, the amount of active agent employed in both its soluble 
and its solid phases in the delivery device will be that amount 
necessary to deliver a therapeutically effective amount of the agent 
to achieve the desired result at the site of application. This is 
due to the fact that as the palymer erodes, it releases into the 

10 environment that portion of the partially soluble active agent that 
was previously dissolved within the polymer. This portion of the 
partially soluble active agent is then available for therapeutic 
activity. In practice, the amount of partially soluble active agent 
in the device will vary depending upon the particular agent, the 

15 severity of the condition, and the desired effect, as well as the 
desired rate and duration of release. 

In addition to the polymer and the active agent, the devices of 
this invention may also include, if desired, one or more diluents; 
vehicles; stabilizers such as potassium phosphate, sodium phosphate, 

20 sodium carbonate or magnesium hydroxide; dyes; inert fillers; 

pigments; and other components of polymeric matrix systems as are 
known in the art. 

In certain cases ,^ a hydrophilic pore-forming excipient is used 
during the formation of the polymer to form the polymer into a porous 

25 structure. In such cases, the excipient will generally be included 
in the liquid mixture during the first step of the process. Pore- 
forming excipients and their use in forming porous polymer structures 
are well known in the art. When a pore-forming excipient of this 
nature is used, the soluble phase of the partially crystalline 

30 compound preferably has a greater solubility in the polymer than in 
the pore-forming excipient. 

Other excipients are optionally included. One class of such 
excipients are inert hydrophobic excipients that act to increase drug 
delivery and Improve reproducibility from certain polymers. Examples 

35 of this type of excipient are calcium stearate, magnesium stearate, 
aluminum stearate, calcium phosphate, myciyl cerotate, j5-carotene, 
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zeaxanthin, cholestane, 3-hydroxycholestane, cholesterol, 
5,6-cholestene, 3-hydroxy-5,6-cholestene, and 3-amino-5,6-cholestene. 

The devices of the invention can be manufactured by standard 
techniques. For example, the polymers with the agent mixed therewith 

5 can be extruded into filaments, spun into fibers, pressed into shaped 
articles, doctor-bladed into thin films, coated by solvent 
evaporation, coated by using a fluidized bed, compression molded, 
transfer molded, formed into microparticles by cryogrinding, and like 
methods of manufacture. 

10 The devices can be a single matrix, a container with a 

reservoir therein, or a number of layers, for example. The devices 
can be made into various shapes such as flat, square, round, tubular, 
disc, ring, and the like. Presently preferred embodiments are films, 
rods, and particles. Also, the devices of the invention are sized, 

15 shaped and adapted for implantation, insertion, placement, depositing 
or spreading on the body, in the body, or in cavities and passageways 
of the body of an animal. Standard procedures for processing the 
polymer and the agent are known in the art or are described in 
Plastic Encyclopedia, Vol. 46, pp 62-70 (1969) and in the patents 

20 cited suora . 

In the practice of the present invention, the device of the 
invention is placed in or on an environment of use. The environments 
in which the devices may be used include physiological environments 
within the body of a human or animal or aqueous environments such as 

25 pools, tanks, reservoirs, and the like serving recreational. 

Industrial or residential purposes. The devices may also be utilized 
in the biotechnology area, such as to deliver nutrients or growth 
regulating compounds or other agents to cell cultures, for example. 
In the presently preferred embodiments, the environment of use is the 

30 body of an animal. Included in the term "animal" are humans, 

primates, mammals, domesticated or semi -domesticated animals (such as 
household, pet, and farm animals), laboratory animals (such as mice, 
rats and guinea pigs)^ birds, reptiles, fish, zoo animals, and the 
like. The devices may be placed on or in wounds, spread as a thin 

35 film, or injected as microparticles or placed subcutaneously or 
interperltoneally as an implant into the body, for example. 
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The following examples are set forth as representative and 
illustrative of the spirit of the present Invention. These examples 
are not to be construed as limiting the scope of the invention in any 
way. 

EXAMPLE 1 

A polymeric matrix according to the present invention where 
bupivacaine is the partially crystalline active agent is prepared as 
follows. 

Bupivacaine, sodium carbonate, and cholesterol were each dried 
and milled. 83 Weight percent (wt%) of the polymer poly(2,2-dioxy- 
cis,trans-l,4-cycTohexane dimethylene tetrahydrofuran) ("polymer (A)" 
hereinabove) having a molecular weight of about 30,000 was mixed 
together with 5 wt% of cholesterol and 2 wt% of sodium carbonate at 
IS 115*C. Bupivacaine (5 wt%) was added, and mixing was continued at 
the elevated temperature until the bupivacaine was completed 
incorporated. This produces a polymer close to saturation with 
dissolved bupivacaine at room temperature. The mixture was then 
allowed to cool to 80*C, and 5 wt% of bupivacaine was added, with 
20 mixing. The mixture was then placed in a CSI miniextruder and mixing 
was continued at 80*C. It was then melt-pressed at 80'C into sheets 
which were die cut into 1x1 cm squares, 0.25 mm thick. 

EXAMPLE 2 

25 The release profiles of the drug bupivacaine from a matrix 

prepared according to Example 1 and from a matrix prepared by a prior 
art method were determined as follows. 

Polymeric squares were prepared by a one-step process (the 
prior art method); that is, they were prepared in the same manner as 
described in Example 1 except that no bupivacaine was added to the 
mixture at elevated temperature, and all of the bupivacaine (10 wt%) 
was added to the polymer at one time at the lower temperature of 
80"C. 

The squares from either Example 1 or this Example were placed 
35 between two pieces of dialysis tubing and clamped with two concentric 
teflon rings. Three squares were tested from each composition. Each 
square device held by the teflon rings was immersed in release rate 
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media (phosphate buffer, pH 7.2), and the amount of bupivacalne 
released into the buffer was measured at selected intervals. After 
each measurement, the device was placed In fresh media. 

The cumulative percent release of the bupivacaine from each of 
5 the two formulations is presented in FIG. 1 (matrix of the invention) 
and FIG. 2 (prior art matrix) and shows a steady, continuous release 
of the local anesthetic from the matrix prepared by the method of the 
present invention over a period of about 20 days, with the polymer 
remaining intact during that period. In contrast, release of the 
10 drug from the matrix prepared by the prior art method accelerated 
rapidly after about 7 days, corresponding to erosion of the polymer. 

The foregoing is offered primarily for purposes of 
illustration. It will be readily apparent to those skilled in the 
15 art that the materials, proportions, operating conditions, and other 
parameters of the systems and methods described herein may be further 
modified or substituted in various ways without departing from the 
spirit and scope of the Invention. 
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WHAT IS CLAIMED IS: 

K A method for preparing a polymer system containing a 
partially soluble compound in both dissolved and dispersed forms, 
5 wherein the method comprises the steps of: 

(I) mixing a first portion of a partially soluble compound in 
its soluble phase into a polymer at a concentration near or equal to 
the compound's equilibrium solubility in the polymer to give a single 
homogeneous phase, followed by 
10 (2) mixing a second portion of the partially soluble compound 

in its solid phase Into the polymer in a manner that the compound 
does not dissolve in the polymer but is dispersed throughout the 
polymer and the size or size distribution of the solid particles of 
the partially soluble compound is controlled, 

15 

2, A method for controlling the size of solid particles of a 
partially soluble compound dispersed In a polymer, wherein the method 
comprises the steps of: 

(1) mixing a first portion of the partially soluble compound 
20 in tts soluble phase into a polymer at a concentration near or equal 

to the compound's equilibrium solubility in the polymer to give a 
single homogeneous phase, followed by 

(2) mixing a second portion of the partially soluble compound 
in its solid phase, the particles in the solid phase being of a 

25 predetermined size, into the polymer in a manner that the partially 
soluble compound does not dissolve in the polymer but is dispersed 
throughout the polymer, wherein the size of the particles in the 
solid phase remains substantially unchanged or is changed in a 
controlled manner. 

30 

3. A method according to claim I or 2 wherein the soluble 
phase is obtained by mixing the polymer and the partially soluble 
compound at a temperature above the melting temperature of the 
partially soluble compound, and the solid phase is mixed into the 

35 polymer at a temperature below the melting temperature of the 
partially soluble compound. 
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4. A method according to claim 1 or 2 wherein the soluble 
phase is obtained by dissolving the partially soluble compound in a 
solvent, and the solvent is then removed prior to mixing in the solid 
phase of the partially soluble compound. 

5 

5. A method for delivering a partially soluble compound to 
an environment of use at a controlled rate, which method comprises 
placing a delivery device in the environment of use, wherein the 
delivery device is comprised of: 

10 (a) a shaped body, sized and adapted for delivering the 

partially soluble compound to the environment of use, the body formed 
of a release rate-controlling matrix material, where the matrix 
material is comprised of a polymer which has therein the partially 
soluble compound in its soluble phase at a concentration near or 

15 equal to the compound's equilibrium solubility in the polymer to give 
a single homogeneous phase, and 

(b) solid particles of the partially soluble compound in its 
solid phase dispersed within the body, where the solid particles of 
the partially soluble compound are of a predetermined controlled size 

20 or size distribution, 

5* A method for regulating the rate of release of a 
partially soluble compound to an environment of use from a polymeric 
matrix over time, which method comprises placing a delivery device in 
25 the environment of use, wherein the delivery device is comprised of: 

(a) a shaped body, sized and adapted for delivering the 
partially soluble compound to the environment of use, the body formed 
of a release rate-controlling matrix material, where the matrix 
material is comprised of a polymer which has therein the partially 

30 soluble compound in its soluble phase at a concentration near or 

equal to the compound's equilibrium solubility in the polymer to give 
a single homogeneous phase, and 

(b) solid particles of the partially soluble compound in its 
solid phase dispersed within the body, where the solid particles of 

35 partially soluble compound are of a predetermined controlled size or 
size distribution. 
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7. A method according to claim 1, 2, 5 or 6 wherein the 
polymer is a bioerodible polymer. 

8. A method according to claim 1, 2, 5 or 6 wherein the 

5 polymer is a bioerodible polymer selected from the group consisting 
of a poly{orthoester) polymer, a poly{lactic acid) polymer, a 
poly(glycolic acid) polymer, and a copolymer of lactic acid and 
glycol ic acid. 

10 9. A method according to claim 1, 2, 5 or 6 wherein the 

partially soluble compound is a therapeutic agent and is present in a 
therapeutically effective amount. 

10. A method according to claim 1, 2, 5 or 6 wherein the 

15 solid particles of the partially soluble compound in its solid phase 
are of a predetermined uniform size. 

11. A method according to claim 1, 2, 5 or 6 wherein the 
polymer is the bioerodible polymer poly{2,2-dioxy-cis,trans-l,4- 

20 cyclohexane dimethylene tetrahydrofuran), and the partially soluble 
compound is bupivacaine. 

12. A composition comprising a polymer containing a partially 
soluble compound in both dissolved and dispersed forms, wherein a 

25 first portion of the partially soluble compound is dissolved in its 
soluble phase within the polymer at a concentration near or equal to 
the compound'^s equilibrium solubility in the polymer to give a single 
homogeneous phase, and wherein a second portion of the partially 
soluble compound in its solid phase is dispersed throughout the 

30 polymer, the size of the particles in the solid phase being of a 
predetermined controlled size or size distribution. 

13. A composition comprising a partially soluble compound in 
both dissolved and dispersed forms in a polymer, the composition 

35 prepared according to the method of Claim 1. 
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14. A composition according to claim 12 or 13 wherein the 
particles of the partially soluble compound in its solid phase are of 
a predetermined uniform size. 

5 15. A composition according to claim 12 or 13 wherein the 

polymer is a bioerodible polymer. 

16. A composition according to claim 12 or 13 wherein the 
polymer is a bioerodible polymer selected from the group consisting 

10 of a poly(orthoester) polymer, a poly(lactic acid) polymer, a 
poly(glycolic acid) polymer, and a copolymer of lactic acid and 
glycol ic acid. 

17. A composition according to claim 12 or 13 wherein the 

15 partially soluble compound is a therapeutic agent and is present in a 
therapeutically effective amount. 

18. A composition according to claim 12 or 13 wherein the 
polymer is the bioerodible polymer poly(2,2-dioxy-cis,trans-l,4- 

20 cyclohexane dimethylene tetrahydrofuran) , and the partially soluble 
compound is bupivacaine. 

19. A device for delivering a partially soluble compound to 
an environment of use at a controlled rate, wherein the device 

25 comprises: 

(a) a shaped body, sized and adapted for delivering the 
partially soluble compound to the environment of use, the body formed 
of a release rate-controlling matrix material, where the matrix 
material is comprised of a polymer which has therein the partially 

30 soluble compound in its soluble phase at a concentration near or 

equal to the compound's equilibrium solubility in the polymer to give 
a single homogeneous phase, and 

^ (b) solid particles of the partially soluble compound in its 
solid phase dispersed within the body, where the solid particles are 

35 of a predetermined controlled size or size distribution. 
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ZO* A device according to claim 19 wherein the particles of 
the partially soluble compound in its solid phase are of a 
predetermined uniform size. 

5 21. A device according to claim 19 wherein the polymer is a 

bioerodible polymer. 



22. A device according to claim 19 wherein the polymer is a 
bioerodible polymer selected from the group consisting of a 
10 poly{orthoester) polymer, a poly{lactic acid) polymer, a 

poly(glycolic acid) polymer, and a copolymer of lactic acid and 
glycol ic acid. 



23. A device according to claim 19 wherein the partially 
15 soluble compound is a therapeutic agent and is present in a 

therapeutically effective amount. 

24. A device according to claim 19 wherein the polymer is the 
bioerodible polymer poly(2,2-dioxy-cis,trans-l,4-cyclohexane 

ZQ dimethylene tetrahydrof uran) , and the partially soluble agent is 
bupivacaine. 
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